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s) , *«^n^7x^f.^ (v-cjd) , msmmm&mm 
(ffi) , ^» (it ,^, w ^ ******* (B 
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[0 0 0 8] 

mttmXBfiUt:* (PSD) 3 ) CT. MRI«^M«=ff Ltv»4 £ t 
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3 IfcJ^l 3 Sxe^feft^WiO^^tLit^-c^iiB ( 6 ) mm<D ft 

(9) mm^mm^mmmmx^^±m (4) ( 5 ) tciamo^^i 

( 1 0 ) »«^&ffi«**f 1 1 c , 13 N> lSo^i^Up^^^j. 
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(1 9) ±i5 (1 1) mmoit&®ttzitz<Dmm±w?mztiz>&i> L<im 

mffimz&mvmj&mfrt Lx&&±m (17) mm<v*y k 
(2 0) «m^^tm^T, «k*hc±ib (1) ^v^t (1 1) <o^-r 

(21) ^rtfcyy^^se^^&^Ai^^flfr©^^©^* 

(2 2) ^#rt^^y*>«ew«^*^A**^*«#o^^»f©^,6 
^ ±e (1) &v»l (1 1) ov»r*t^^ia«oft#w4^tt-e-o®K±w^ 

(2 3) _hffi (1) $fz& ( 2 ) ffi«0<k^»$fett^o®K±M*#$tL*tt 

(2 4) ^^ttlwittiBfiivMiyyt^feaiSSiO^ii 

(2 5) 0 7, N-4 4 1, N- 4 5 3 £ X tTN- 4 5 7*6 

**»«ra**L**©-c**±IB (2 3) *fc|± (2 4) (UBftOEKftA 

[0 0 16] 

<&IMW\ f»*J:if/tfcttMf|:^t*£fc#i?i4 0 a (I) oft 
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ffiiE# 2003-3081644 



#M 2003-073344 



^~5>: 11/ 



[0 0 17] 

Ri*io f R 2 ^iiLTii*t, ?vm, m.m, OH, COOH, so 3 h 

> i OSP* L<ttR 1 tt 7 K«fct±^^^** 0 »4Lv»R 2 tt**, Any 

£0$ t < i±R 2 I^^f07 *o 

R 1 ~R 4 OV>f *LM^i&£*LTv>Tfc j; V , o ««j-o^Tt±^1-& 0 
XfiS, CK NH43tliCH 2 1?*4. 
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iiit tn-4 o 7j tv^*^ t tz \mm £ fitzi^km N - 

4 0 7 f&o 

LTfi, N-4 0 7, N-4 0 8, N-4 3 8, N-4 4 0, N-441, N- 

454 fmifb mmm 3 , m i #jbo 

4 0 7, N-4 0 8, N-4 3 8, N-4 3 9, N-441, N-4 5 3, N- 
454, N-455, N-45 7**tfN-4 9 1 f^tu^ 
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CI 
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Q>-w=v 
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C s >-w=\ 

Is i 


N-455 
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N-491 
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H / 
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(cjd) , m^.„ fn „^.^^ (GS 

S) . mm^^yy^ .^rarm (v-CJD) , «Ett«HWtt 
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(BSE) , fiSt*,^^ ^IWtttWtWM. *^ #( . 
[0 0 2 2] 

^•^.^v.,^^*^ fix. If, «mk „„„ 

^1 D " * ***** Twawf ur « *r 
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*±ray y * >se * i ± ^ 1 ^M^^t ui7^ if ^ 2 ^ 

®Bf itlfyij tVlfi«riBU 7°'; * V^Sr^Bf-r* £ & 0 $ 

[0 0 2 3] 

*mm-rz>z.ti>*-?&& 0 mz.tfy 3 H , i4 Cn 35 S , uiito^ 

£f^o^-^*v^t (#fc3fl^««-C**£i:) , ^ajflS 

MttSr^-ryjRSrfUfflL^ltm^WfWjWfe (PET) f^ttyj»SctfJ«an 

(SPECT) *»Mv^tt* i:^ 0 Tl/;„ 
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«f»#»e.*t*0-c»* Uv>. SPECTffl(d±9 9m Tt , 1 1 1 I n , 67 

Ga, 2 0 1 TK 123 K 1 3 3 x e m<r> y mscuvm-^mib^m m 

*. PETfflKttllc, 13 N , 1 5 0 . 1 8,, 62 Cu , 68 Ga 76 
N, 15o, 18 FMM L<> 18 F W Kff t Lvio Mt^ju,,^ „ 

tt*Mftumrca»s * T „ T % x v>o s j ^ s „ gMliv>ftoft 

»OttftS(E,)4>18 Ft4 , T() j. k>> 
[0 0 2 4] 

,3 5 S , 12 5l«»*«eft««|i K , LT< tfc6©«CWt8 
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JfcWii^llc, 13 N> 15 0 , 1 8 Ffcil 
[0 0 2 5] 

**tt*#«rt?*oT*J:v* 0 ^aattt, fly* utt^ ^ ^ 

> &mmm, Mnom Koawsi^oRHKifiCTafta^-e* 



o 



it&m, n*<o*m. ***** mm<omm. *&m*tz 

c i3 N , i5 0 , iSFtDzt^m^mmmizzyjmmzKt^wft 

»*L<tt, 1 8>^^;V^L74 0 WW9$£BjT^£ 0 
[0 0 2 6] 
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#12 0 0 3-0 7 3 3 4 4 /s ._,^ 

l<, 'J^^Aift, vynm, *«*«*> 

JWC*0. ffiUttlTWlftv^iOttioJWm. 
[0 0 2 7] 

*IiOf^ itRWU^ftM^j.^ ******** 
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****»Wfc**«>»»KttP E T«|i: M t*Mwtatt^.T 

[0 0 2 81 

*tt*Bo-«t4**a(u mar, ehw D ^77x,n-t 3 ^ (c 

JD) . «Ufv,.-> 1>D ^,.., H ^ (GssK ^ 
^n^y 7x; ^.^ 3 ^ (v-cjD) , *3Btt«Xtt*M (FFI) 

t »iWtfa E7 . ? „ W e-, (BSE) * 

««, *»MbfrtttX«ftaft, 

c t c a o m u *v>-c, «*«*««&*■»-*-* . t K A „ 



O 
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*- 9 J: 21/ 



*&m{t*m«>is&mtii, Moan** mm. fw*i=;£*s*L*^ 

JKttlmg^LlOOmg, £ ^ L < & 5 m g L 5 Omg^J 
[0 0 2 9] 

(1) v*;ui30-40g (7il*fr, n= 3) <DSlc:ICR (B^SLC) *fflv>fc 0 

(2) *MMfrfr%tt#y.x.?- V>^i; n-;v_400^ DMSO^rl^ 

(3) JfiL^(i»jfiim4 < C, 14,000rpm-ei0^F B m^L_hrt^«i: LT-80°C^ 

(4) ttm(ci±jfiL&tt£Fff& »lWc-e*3RLfc^ ^>f^>3^V^U; 
C18MJfim#- h 'J (bond elute C18, 200 mg. Lot. 070864, Varian) K 

<)U (MM300. Retsch) X t? ^-f-J X*ft ^f Zo b £103* 

(7) jfotk Bfft«r*n:ov»r^ S4IWSltil(«fios» 
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* (%lD/fir«4fett%lD/ml«) 
* 2 lev** K*tf*^^ WM ^ 2 

N-407 N 438, N-453> N-457^ 2 

[0 0 3 0] 

[^3] 



* 2 gjgfHfrS- 





% ID/g **t± o. 






'* I D/m 1 
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N-407 


17 


1.8 


N-438 


_11 




N-441 


5.6 


1.9 


N-453 


5.0 


2.7 

0.52 


N-457 


7.1 


2.8 


N-491 


7.4 


2.S 



[0 0 3 1] 

«^^ LfcP,T "* SP,CT ^««««*o.-a 

N ^ » i * ( * Wt *"^. ^»,N,0, N-438, 
N-441 N-453, N^iOT,-,,,!^^^ 

[0 0 3 2] 

BF-125 N BF-140i3 «£ 0*BF-145 ro^r i-^h-, 
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[0 0 3 3] 



[*4] 
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^10 


N-43S 




N-441 


> 10 


N-45S 


£10 


N-457 


£10 


N-491 


£10 



[0 0 3 4] 
10 0 3 5] 

^**»*»™ Doh-ura^^ (~»^ ^ 
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#B2 0 0 3-0 7 3 3 4 4 

"' D ' ,VD ^ r>1 - „- DD ,,, 59 ^ 774 

2000*) k«v., «,t, 7 < „ . Ww^^ 
(1-2*) m-h^-no^M^ *>!^J*'/iflt» 
3F4 (Senetectt, 5 0 0««) *-*«*, *-*5t>„ V*^* + J „r 

[0 0 3 6J 

N-407, N-408, N-438, N-440, IH*lilJ:l«MB4»v»-r*ttJiv»TtOS8*» 
[0 0 3 7] 

WUUUKScKM (Race?,, * r ^ DDJ/ ^ ^ 2845 _ 28 

49, i998#) « flL r, MMt***** (xeaMMtttte) 

894 -4897, 2000*) CfltHMfUfc. m («| 7 ^ 3C3 >7 ^ v ^ 

MEM** (GIBCO BRLit) ) * ( c 100 S diethyl sulfoxide (DMSO) K»»U^« 
mbMUHK^OU (1 nM-l rtat^ 

W«*.;^t, 7y -« v ,, mmm (0 . 5X 0.5% Noni 

dateP40, .;>^, 77 _) ttttwufc.,^^ 
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i^XRmi^ BMtM*. (371.000,, 8 0», U) Uft„ -fOitiS 
* 1XSDS * " L»W**fclH Tris-glycin-SDS*.; T * 

>«e*t# (PrP2B * y SB7 , y ^ S89 . 103w ^^ K( .^ ^ 
[0 0 3 81 

N-407, N-408, N-438, N-439, N-440, N-441, N-452, N-453, N-454, N-455 

«aKft«5 0«OM(MMtt (IC 50 (50% inhibition concentration) 
) ttl-100jrc*0, tftnWtlttitt OIC: tozic concentration 
) B100 CftfeWft^Oft&WW (TC/ICso) ,±1000 

*feiooooo<oint#i.e,^ (S4) o ... 

(quinacrine) ©Sc^jMe*li 5 T*ofc (Doh-ura*>, i> + 
*^ M""^, 74#, 4894 -4897, 2000#± t)§|ffl) 0 
[0 0 3 9] 
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ft-a^fc no. 


mwm ic w (nM> 


m TC (^M) 


(TC/IC 50 ) 


N-407 


i 


100 


100,000 


N-40S 


10 


100 


10,000 


N-438 


10 


100 


10,000 


N-439 


10 


100 


10,000 


N-440 


100 


100 


1,000 


N-441 


1 


100 


100,000 


N-452 


100 


100 


1,000 


N-453 


1 


100 


100,000 


N-454 


10 


100 


10,000 


N-455 


10 


100 


10,000 


N-457 


1 


100 


100,000 


N-491 


10 


100 


10,000 




400 


2 


5 



[0 0 4 0] 

N-407, N-408, N-438> N-440, N-441^3 <£ XM-i5i<D\/^-fit & mVt<D^^ 
[0 0 4 1] 



£UfiE# 2003-3081644 




#02 0 0 3-0 7 3 3 4 4 ^-y 



**»=**««»»a**fi i *.4v»K9 W | f t, ( j ii . 4£ta|B j |t4vi 

9. ttWWiiaoTtettWitiit^^, (Doh _ ur 

** U yv * ^«*>*««.*<!>*IS i 0 £ t K i 0 , Pm>SPE 
fO 0 4 2) 

•«i-*-*flA*^.;*> JWMa i T44>IM07 N _ 4 
08, N-438, N-439, N-440, N-441^ N-452, N-453, N-454, N-455, N-457 teJ:M 

1 1, 000*» 6 100, 000«9 W S 
[0 0 4 3] 

Sft^ftKliCongo xlfMHW (Causey and Roynond, * 7 

* h 59 ^ 768 ~ 7 ^ Caughey and Roymond, V« 

-+» »^nn W< 67 *, 643 _ 650 , 1993 *) , cyclic tetrapyrrole 

(porphyrinft^^phthalocyanin^W (Caughey / Di ,- ? , ^ 

^ *r if ^ r uau 95 ^ 1211? _ 121 

22, 1998*) , branched polyene (polya-idoanine* polypropylene mine de 
ndri B er) (Snpattapone*, „ + ^ ^ nDJ ^ ^ 
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#12 0 03-0 73 34 4 ^.y 

f-f>y D f7-«« (Doh-ura^ 5>*-** Mbd .^ ?4% 
, 4894 -4897. 2000*) ft ^©flAWMMffttfcWW, 
* 9 . 4 *«WfttC«tTV»T * tflMUWWTIt < WHfcKtt** 

v> 0061T) £fc#«»*fcTV»* (Doh-ura^, 'J*-** * r dd ji 
-f> 74*, 4894 - 4897, 2000*) „ 
[0 0 4 4] 

[0 0 4 5] 

KWW3S*] 
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[01] *MMbft» (N-4 0 7, N-4 08, N-4 3 8, N- 4 4 
0, N-4 4 1, N-4 5 4) « 4< G S S,»#SSoaS LfcWUcstt** 

A , 

TOP r P G S SO^JHtMUfta^w^, ♦ S'Ml©*** 

102] *ft«ft«« (N-4 0 7, N-4 0 8, N-4 3 8, N-4 3 
9, N-44 0, N-441, N-4 5 2, N-4 5 3, N-4 5 4, N-4 5 
5, N-4 5 7, N-4 9 1) |=i», I*yH^ffiS«HlK cN2 
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Kfcl] 



R i*J:trR2tt«2lLT*3)f, ^ny^ OH. COOH, SO3H 
, NR3R4, NO 2 . R*ltl~4l07;v^;K 4fcl40-J£*afcl -4^ 

R 2 tf*>'<?ftK*£*^fct±iS&/<9fa:OR 2 t±N R 3 R 4 < , 

R 3 £ J: if R 4 fi®3z: LTtK^ £ fcttlfcUSc 1 ~ 4 i@<DT;v*;vc-& 0 „ 

XJ*S> O. NHt7t(iCH 2 'e^> i 9. 
mioi^n itmS. U0~4 <Dmk"?$> 2> ] 
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Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. " 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ fa DED TEXT OR DRAWING 

El BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

Q^COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 
UNES OR MARKS ON ORIGINAL DOCUMENT 

REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: ' 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



